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FDA Delays Hydroquinone Action

The Food and Drug Administration says
over-the-counter products containing hy-
droquinone will be allowed to stay on the
market until July 30, 2009. The move was
buried in the agency’s Unified Agenda for
2008, a twice-yearly update on regulatory
actions and is available at www.regula-
tions.gov or www.fda.gov. Currently, hy-
droquinone, an ingredient in both pre-
scription and over-the-counter skin
lightening creams, is generally recognized
as safe and effective. But the FDA pro-
posed in August 2006 to remove that des-
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ignation, saying that studies had found the
ingredient to be carcinogenic. In that pro-
posed rule, the FDA said that over-the-
counter products containing 2% hydro-
quinone would have to be off the market
by January 2008. An agency spokeswoman
confirmed that the withdrawal date has
now been extended, but would not com-
ment any further.

Sunscreens Ineffective, Group Claims

The Environmental Working Group
(EWG) says that 85% of sunscreens either
offer inadequate protection from ultravi-
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olet rays or contain ingredients that are
hazardous or have not been tested for
safety. This is the second year that the
Washington-based nonprofit organization
has rated sunscreen safety and effective-
ness. The EWG based its ratings on 400
peer-reviewed studies of the 17 ingredi-
ents approved for use in products sold in
the United States. Among top-selling sun-
screens, none of the 41 Coppertone prod-
ucts and only 1 of 103 Neutrogena and
Banana Boat products met the EWG’s
criteria, said the group, which has been
lobbying the FDA to finalize sunscreen
safety standards. A spokeswoman for Cop-
pertone maker Schering-Plough Corp.

ERTACZO

[ertaconazo nitrate] aeam 2%

For Topical Dermatologic Use Only - Not for Oral,
Ophthalmic or Intravaginal Use

DESCRIPTION:

ERTACZO® (sertaconazole nitrate) Cream, 2%, contains the imidazole antifungal, sertaconazole nitrate. Sertacon-
azole nitrate contains one asymmetric carbon atom and exists as a racemic mixture of equal amounts of R and S
enantiomers.

Sertaconazole nitrate is designated chemically as (+)-1-[2,4-dichloro-B-[(7-chlorobenzo-[b]thien-3-yl)methoxy]
phenethyljimidazole nitrate. It has a molecular weight of 500.8. The molecular formula is C,H,.CI,N,0S - HNO,, and
the structural formula is as follows:

0

-HNO.

Sertaconazole nitrate is a white or almost white powder. It is practically insoluble in water, soluble in methanol,
sparingly soluble in alcohol and in methylene chloride. Each gram of ERTACZO® Cream, 2%, contains 17.5 mg of
sertaconazole (as sertaconazole nitrate, 20 mg) in a white cream base of ethylene glycol and polyethylene glycol

e, glyceryl i I|ght mineral oil, methylparaben, polyoxyethylened saturated glycerides and
glycolized saturated glycerides, sorbic acid and purmed water.
CLINICAL PHARMACOLOGY:

Pharmacokinetics: In a multiple dose pharmacokinetic study that included 5 male patients with interdigital tinea
pedis (range of diseased area, 42 - 140 cm?, mean, 93 cm?), ERTACZO® Cream, 2%, was topically applied every
12 hours for a total of 13 doses to the diseased skin (0.5 grams sertaconazole nitrate per 100 cm?). Sertaconazole
concentrations in plasma measured by serial blood sampling for 72 hours after the thirteenth dose were below the
limit of quantitation (2.5 ng/mL) of the analytical method used.

Microbiology: Sertaconazole is an antifungal that belongs to the imidazole class of antifungals. While the exact
mechanism of action of this class of antifungals is not known, it is believed that they act primarily by inhibiting the
cytochrome P450-dependent synthesis of ergosterol. Ergosterol is a key component of the cell membrane of fungi,
?nd Iart]:k of”this component leads to fungal cell injury primarily by leakage of key constituents in the cytoplasm
rom the cell.

Activity In Vivo: Sertaconazole nitrate has been shown to be active against isolates of the following microorganisms
in clinical infections as described in the INDICATIONS AND USAGE section:

Trichophyton rubrum

Trichophyton mentagrophytes

Epidermophyton floccosum
CLINICAL STUDIES:
In two randomized, double-blind, clinical trials, patients 12 years and older with interdigital tinea pedis applied either
ERTACZO® Cream, 2%, or vehicle, twice daily for four weeks. Patients with moccasin-type (plantar) tinea pedis and/
or onychomycosis were excluded from the study. Two weeks after completion of therapy (six weeks after beginning
therapy), patients were evaluated for signs and symptoms related to interdigital tinea pedis.

Treatment outcomes are summarized in the table below.

Treatment Outcomes as Percent (%) of Total Subjects
Study 1 Study 2
Sertaconazole Vehicle Sertaconazole Vehicle
Complete Cure* 13/99 (13.1%) | 3/92(3.3%) | 28/103 (27.2%) | 5/103 (4.9%)
(Primary Efficacy Variable)
Effective Treatment** 32/99 (32.3%) | 11/92 (12.0%) | 52/103 (50.5%) | 16/103 (15.5%)
Mycological Cure*** 49/99 (49.5%) | 18/92(19.6%) | 71/103 (68.9%) | 20/103 (19.4%)

*  Complete Cure - Patients who had complete clearing of signs and symptoms and Mycological Cure.
** Effective Treatment - Patients who had minimal residual signs and symptoms of interdigital tinea
pedis and Mycological Cure.
*** Mycological Cure - Patients who had both negati i pic KOH p ion and a
fungal culture.

In clinical trials, complete cure in sertaconazole treated patients was achieved in 32 of 160 (20%) patients with
Trichophyton rubrum, in 7 of 28 (25%) patients with Trichophyton mentagrophytes and in 2 of 13 (15%) patients
with Epidermophyton floccosum.

INDICATIONS AND USAGE:

ERTACZO® (sertaconazole nitrate) Cream, 2%, is indicated for the toplcal treatment of interdigital tinea pedis in
immunocompetent patients 12 years of age and older, caused by: Trichophyton rubrum, P 2
and Epidermophyton floccosum (see CLINICAL STUDIES Section).

CONTRAINDICATIONS:

ERTACZO® Cream, 2%, is contraindicated in patients who have a known or suspected sensitivity to sertaconazole
nitrate or any of its components or to other imidazoles.

WARNINGS:
ERTACZO® Cream, 2%, is not indi for ic, oral or i ginal use.

PRECAUTIONS:
General: ERTACZO® Cream, 2%, is for use on the skin only. If irritation or sensitivity develops with the use of
ERTACZO® Cream, 2%, treatment should be discontinued and appropriate therapy instituted.

Diagnosis of the disease should be confirmed either by direct microscopic examination of infected superficial
epidermal tissue in a solution of potassium hydroxide or by culture on an appropriate medium.

Physicians should exercise caution when prescribing ERTACZ0® Cream, 2%, to patients known to be sensitive to
imidazole antifungals, since cross-reactivity may occur.

Information for Patients: The patient should be instructed to:

1. Use ERTACZO® Cream, 2%, as directed by the physician. The hands should be washed after applying the
medication to the affected area(s). Avoid contact with the eyes, nose, mouth and other mucous membranes.
ERTACZO® Cream, 2%, is for external use only.

2. Dry the affected area(s) thoroughly before application, if you wish to use ERTACZO® Cream, 2%, after bathing.

3. Use the medication for the full by i i even though
symptoms may have improved. Notify the physician if there is no improvement aﬂer ‘the end of the prescribed
treatment period, or sooner, if the condition worsens.

4. Inform the physician if the area of application shows signs of increased irritation, redness, itching, burning,
blistering, swelling or oozing.

5. Avoid the use of occlusive dressings unless otherwise directed by the physician.
6. Do not use this medication for any disorder other than that for which it was prescribed.

Drug/Laboratory Test Interactions: Potential interactions between ERTACZO® Cream, 2%, and other drugs or
laboratory tests have not been systematically evaluated.

Carcinogenesis, Mutagenesis, Impairment of Fertility: Long-term studies to evaluate the carcinogenic potential
of sertaconazole nitrate have not been conducted. No clastogenic potential was observed in a mouse micronucleus
test. Sertaconazole nitrate was considered negative for sister chromatid exchange (SCE) in the in vivo mouse bone
marrow SCE assay. There was no evidence that sertaconazole nitrate induced unscheduled DNA synthesis in rat
primary hepatocyte cultures. Sertaconazole nitrate exhibited no toxicity or adverse effects on reproductive per-
formance or fertility of male or female rats given up to 60 mg/kg/day orally by gastric intubation (16 times the
maximum recommended human dose based on a body surface area comparison).

ic Effects. F Category C: Oral reproduction studies in rats and rabbits did not
produce any evidence of maternal toxicity, embryotoxicity or teratogenlmty of sertaconazole nitrate at an oral dose of
160 mg/kg/day (40 times (rats) and 80 times (rabbits) the maximum recommended human dose on a body surface
area comparison). In an oral peri-postnatal study in rats, a reduction in live birth indices and an increase in the
number of still-born pups was seen at 80 and 160 mg/kg/day.

There are no adequate and well-controlled studies that have been conducted on topically applied ERTACZO® Cream,
2%, in pregnant women. Because animal reproduction studies are not always predictive of human response, ERTACZ0®
Cream, 2%, should be used during pregnancy only if clearly needed.

Nursing Mothers: It is not known if sertaconazole is excreted in human milk. Because many drugs are excreted in
human milk, caution should be exercised when prescribing ERTACZO® Cream, 2%, to a nursing woman.

Pediatric Use: The efficacy and safety of ERTACZO® Cream, 2%, have not been established in pediatric patients
below the age of 12 years.

Geriatric Use: Clinical studies of ERTACZO® Cream, 2%, did not include sufficient numbers of subjects aged 65 and
over to determine whether they respond differently from younger subjects.

ADVERSE EVENTS:

In clinical trials, cutaneous adverse events occurred in 7 of 297 (2%) patients (2 of them severe) receiving ERTACZ0®
Cream, 2%, and in 7 of 291 (2%) patients (2 of them severe) receiving vehicle. These reported cutaneous adverse
events included contact dermatitis, dry skin, burning skin, application site reaction and skin tenderness.

In a dermal sensitization study, 8 of 202 evaluable patients tested with ERTACZ0® Cream, 2%, and 4 of 202 eval-
uable patients tested with vehicle, exhibited a slight erythematous reaction in the challenge phase. There was
no evidence of cumulative irritation or contact sensitization in a repeated insult patch test involving 202 healthy
volunteers. In non-US post-marketing surveillance for ERTACZO® Cream, 2%, the following cutaneous adverse
events were reported: contact dermatitis, erythema, pruritus, vesiculation, desquamation, and hyperpigmentation.

OVERDOSAGE:
Overdosage with ERTACZO® Cream, 2%, has not been reported to date. ERTACZO® Cream, 2%, is intended for topical
dermatologic use only. It is not for oral, ophthalmic, or intravaginal use.

DOSAGE AND ADMINISTRATION:

In the treatment of interdigital tinea pedis, ERTACZO® Cream, 2%, should be applied twice daily for 4 weeks.
Sufficient ERTACZO® Cream, 2%, should be applied to cover both the affected areas between the toes and the imme-
diately surrounding healthy skin of patients with interdigital tinea pedis. If a patient shows no clinical improvement
2 weeks after the treatment period, the diagnosis should be reviewed.

HOW SUPPLIED:
ERTACZO® Cream, 2%, is supplied in tubes in the following sizes:

30-gram tube  NDC 0062-1650-03
60-gram tube  NDC 0062-1650-02

Store at 25°C (77°F); excursions permitted to 15°-30°C (59°-86°F) [see USP Controlled Room Temperature].

Rx only.
Patent No. 5,135,943

Distributed By:  OrthoNeutrogena
DIVISION OF ORTHO-McNEIL PHARMACEUTICAL, INC.
Los Angeles, CA 90045
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said that its products are “photostable,
provide UVA/UVB protection, and are
routinely evaluated for safety and effica-
cy by independent dermatologists and
scientists.” The American Academy of
Dermatology (AAD) issued a statement
that it also was awaiting the FDAs final
rule, but that dermatologists still recom-
mend the use of broad-spectrum sun-
screen products. “Sunscreen is an impor-
tant tool in the fight against skin cancer,”
said Dr. C. William Hanke, AAD presi-
dent. The AAD did not directly address
the EWG’s findings.

Slump Hasn’t Hit Cosmetic Derm

The American Society for Dermatologic
Surgery says that a new survey of 562
members has found that “63% are main-
taining a consistent volume of bookings
for existing patients seeking cosmetic-re-
lated procedures compared to 6 months
ago.” Almost a quarter of the member-
ship reported an increase in appointments
with established patients, and about a
third said there had been a 30% increase
in bookings by new patients. About half
the respondents said the use of fillers and
lasers had stayed steady and that they ex-
pected it to hold over the next 6 months.
Slightly more members—about 40%—
said the use of injectable toxins was up
from 6 months ago. Finally, about half
said that patients were more concerned
about the cost of the procedures; 44% said
that patients were stretching the time be-
tween Visits.

CMS Issues PQRI Payments
Physicians who successfully reported
quality measures to Medicare in 2007 as
part of the Physician Quality Reporting
Initiative should be receiving their bonus
payments this month Officials at the Cen-
ters for Medicare and Medicaid Services
recently announced that they had paid out
more than $36 million in bonuses to
physicians and other health professionals
as part of the PQRI. Of the approxi-
mately 109,000 health professionals who
reported data on Medicare services pro-
vided during July-December 2007, more
than 56,700 met the reporting require-
ments and will be receiving bonus checks.
The average bonus paid to an individual
provider was more than $600, and the av-
erage bonus for a physician group practice
was more than $4,700. The largest pay-
ment to a physician group practice was
more than $205,700, according to the
CMS. “These payments to physicians for
participating in the PQRI are a first step
toward improving how Medicare pays for
health care services,” Kerry Weems, act-
ing administrator, said in a statement.
Under the PQRI, physicians could earn
bonus payments of up to 1.5% of their to-
tal allowed Medicare charges by success-
fully reporting quality data for Medicare
services provided from July to December
2007. In addition to the bonus payments,
physicians and other health professionals
can start accessing confidential feedback
reports on their performance. To access
the feedback reports, providers must reg-
ister with the Individuals Authorized Ac-
cess to CMS Computer Services-Provider
Community (IACS-PC). More informa-
tion on the program is available at
www.cms.hhs.gov/pqri.

—Alicia Ault





